To: banks@icgeb.orgibanks@icgeb.org];
frederick.beland@fda.hhs.gov[frederick.beland@fda.hhs.gov};
toxcon@earthlink.net{toxcon@earthlink.net]; boslandm@uic.edu[boslandm@uic.edul;
bucher@niehs.nih.govibucher@niehs.nih.gov]; Caldwell, Jane[Caldwell.Jane@epa.gov}; Cogliano,
Vincentfcogliano.vincent@epa.govl]; DeMarini, David[DeMarini.David@epa.gov;
bice.fubini@unito.it{bice.fubini@unito.it}; Goldstein, Bernard D (bdgold@pitt.edu){bdgold@pitt.edul;
hecht002@umn.edu[hecht002@umn.edu]; heinrich@item.fraunhofer.de[heinrich@item.fraunhofer.dej;
k.hemminki@dkfz.de[k.hemminki@dkfz.del; mark.hili@rob.ox.ac.ukmark.hill@rob.ox.ac.uk};
drjameson@embargmail.com[drjameson@embargmail.com];
Agnes_Kane@Brown.edu[Agnes_Kane@Brown.edu}; Kavlock, Roberi[Kaviock.Robert@epa.govy;
dkrewski@uottawa.ca[dkrewski@uottawa.cal; lambert@oncology.wisc.eduflambert@oncology.wisc.edul;
ron.melnick@gmail.com[ron.melnick@gmail.com}; cportier@me.comfcportier@me.com];
jr332@georgetown.eduljr332@georgetown.edu};
martynts@uclink4.berkeley.edu[martynts@uclink4.berkeley.edul; Istayner@uic.eduflstayner@uic.edu};
ulirich@rerf.or.jplullrich@rerf.or.jp]; p.vineis@imperial.ac.uk[p.vineis@imperial.ac.uk};
waalkes@niehs.nih.goviwaalkes@niehs.nih.gov}; Izeise@oehha.ca.govllzeise@oehha.ca.gov];
Bernard.Stewart@sesiahs.health.nsw.gov.au[Bernard.Stewart@sesiahs.health.nsw.gov.aul;
michaelgbird@gmail.com[michaelgbird@gmail.com};
pascale.h.lajoie@gmail.com|pascale.h.lajoie@gmail.com]}; zoughoolm@ksau-
hs.edu.safzoughooim@ksau-hs.edu.sa}; melissabillard@me.com[melissabillard@me.com];
jlittle@uottawa.cafjlittte@uottawa.ca}; Jan Zielinski[Jan.Zielinski@hc-sc.gc.ca}; Brittany
Milton[bmilton@risksciences.com]; malzough@uottawa.ca[malzough@uottawa.cal; lvan
Rusynlivan.rusyn@gmail.com]; Nicholas Birkett[Nicholas.Birkett@uottawa.cal;
Harri.Vainio@hsc.edu.kw[Harri.Vainio@hsc.edu.kw}]

Cc: 'straif@iarc.fr' (straif@iarc.fr)[straif@iarc.fr]; Jmricewas@aol.com[Jmricewas@aol.com];
cphra@uottawa.ca[cphra@uottawa.ca]; bullrich@utmb.edufbullrich@utmb.edul;
cportier@mac.comicportier@mac.com}; workshops100+@iarc.friworkshops100+@iarc.fr]

From: Robert Baan

Sent: Fri 11/20/2015 11:01:13 AM

Subject: Re: Documents on Mechanisms

2015 Krewski et al Mechanisms of Carcinogenesis November 18.pdf

Dear all,

| thank those of you who have submitted comments on the documents that we sent
around previously.

Further to my message of November 9, | herewith send you the final document on
'Mechanisms of carcinogenesis', which | received from Dan Krewski yesterday.

This completes the set of three contributions on mechanisms from Dan's group.

On October 25 you received the two documents on concordance (Krewski et al., Grosse

et al.).

We hope to be able to soon organize a teleconference to discuss these contributions.
Please send your comments to me, so that | can coliate them in preparation of the
telecon.
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Best wishes to all,

Robert

From: Robert Baan

Sent: Monday, November 9, 2015 1:21 PM

To: banks@icgeb.org; frederick.beland@fda.hhs.gov; toxcon@earthlink.net; boslandm@uic.edu;
bucher@niehs.nih.gov; caldwell.jane@epa.gov; Cogliano.Vincent@epamail.epa.gov;
demarini.david@epa.gov; bice.fubini@unito.it; Goldstein, Bernard D (bdgold@pitt.edu);
hecht002@umn.edu; heinrich@item.fraunhofer.de; k.hemminki@dkfz.de; mark.hil@rob.ox.ac.uk;
drjameson@embargmail.com; Agnes_Kane@Brown.edu; kavlock.robert@epa.gov;
dkrewski@uottawa.ca; lambert@oncology.wisc.edu; ron.melnick@gmail.com; cportier@me.com;
jr332@georgetown.edu; martynts@uclink4.berkeley.edu; Istayner@uic.edu; ulirich@rerf.or.jp;
p.vineis@imperial.ac.uk; waalkes@niehs.nih.gov; Izeise@oehha.ca.gov;
Bernard.Stewart@sesiahs.health.nsw.gov.au; michaelgbird @gmail.com; pascale.h.lajoie@gmail.com;
zoughoolm@ksau-hs.edu.sa; melissabillard@me.com; jlittle@uottawa.ca; Jan Zielinski; Brittany Milton;
malzough@uottawa.ca; lvan Rusyn; Nicholas Birkett; Harri.Vainio@hsc.edu.kw

Cc: 'straif@iarc.fr' (straif@iarc.fr); Jmricewas@aol.com; cphra@uottawa.ca; bullrich@utmb.eduy;
cportier@mac.com; workshops100+@iarc.fr

Subject: Documents on Mechanisms

Dear all,

| would like to thank several of you for sending their comments on the two documents
on the concordance analyses (Grosse et al., Krewski et al.) that we sent around two
weeks ago (see message below). May | encourage others to also provide comments in
writing so that we can prepare a final discussion during the teleconference.

With regards to the mechanistic data, | herewith attach two background documents for
your perusal: 'Development of a database of toxicological endpoints and key
characteristics of 86 agents known to cause cancer in humans' by Al-Zoughool et al.,
and 'Overview of carcinogenic mechanisms for 109 agents known to cause cancer in
humans' by Birkett et al.

The documents are in pdf-format, before editing.
A third document, 'Key characteristics of human cancer: an analysis of 86 agents known
to cause cancer in humans' by Krewski et al. contains the results of the statistical

analysis of the mechanistic data. We hope to send you that document soon.

With my best regards,
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Robert

From: Robert Baan

Sent: Sunday, October 25, 2015 8:05 PM

To: banks@icgeb.org; frederick.beland@fda.hhs.gov; toxcon@earthlink.net; boslandm@uic.edu;
bucher@niehs.nih.gov; caldwell.jane@epa.gov; Cogliano.Vincent@epamail.epa.gov;
demarini.david@epa.gov; bice.fubini@unito.it; Goldstein, Bernard D (bdgold@pitt.edu);
hecht002@umn.edu; heinrich@item.fraunhofer.de; k.hemminki@dkfz.de; mark.hill@rob.ox.ac.uk;
drjameson@embargmail.com; Agnes_Kane@Brown.edu; kaviock.robert@epa.gov;
dkrewski@uottawa.ca; lambert@oncology.wisc.edu; ron.melnick@gmail.com; cportier@me.com;
jr332@georgetown.edu; martynts@uclink4.berkeley.edu; Istayner@uic.edu; ulirich@rerf.or.jp;
harri.vainio@ttl.fi; p.vineis@imperial.ac.uk; waalkes@niehs.nih.gov; lzeise@oehha.ca.gov;
Bernard.Stewart@sesiahs.health.nsw.gov.au; michaelgbird @gmail.com; pascale.h.lajoie@gmail.com;
zoughoolm@ksau-hs.edu.sa; melissabillard@me.com; jlittle@uottawa.ca; Jan Zielinski; Brittany Milton;
malzough@uottawa.ca; irusyn@cvm.tamu.edu

Cc: 'straif@iarc.fr' (straif@iarc.fr); Jmricewas@aol.com; cphra@uottawa.ca; bullrich@utmb.eduy;
cportier@mac.com; workshops100+@iarc.fr

Subject: Results of Concordance Analysis

Dear colleagues,

First, | would like to thank the contributors of individual Chapters for their efforts to finalize and
submit their documents for the Scientific Publication on “Tumour Concordance and Mechanisms
of Carcinogenesis’. Some 20 Chapters are safely in our files in final form. We count on the
authors of the two missing Chapters to submit their contributions soon!

| am pleased to send you herewith attached two documents, including supplementary material,
prepared by Dan Krewski and his team in close collaboration with the colleagues at the IARC,
on the ‘Concordance’ part of the project.

The paper by Grosse et al. describes the development of a database of human and
experimental animal tumours for the IARC Group-1 carcinogens, presented as an extensive
Excel Table, initially compiled by Yann Grosse and Pascale Lajoie at the IARC, and refined and
completed over the past months. The text of the paper describes the criteria for the comparison
of human and animal tumour data, which require sufficient evidence of carcinogenicity, both in
humans and in experimental animals. This means that Group-1 agents with /imited evidence or
inadequate evidence in humans, or with limited evidence or inadequate evidence in
experimental animals are a priori not included in the comparison for tumour concordance. The
analysis of tumour-site concordance requires assignment of a target site (organ or organ
system) for tumour formation in humans and a target site in experimental animals. In this case,
there is a set of Group-1 agents for which the animal evidence overall is sufficient, but no organ
site could be identified, e.g., because the evidence came from tumours in diverse organs. Also
these agents were not included in the analysis. Since ‘empty cells raise questions’ in an Excel
Table, an effort was made to precisely define - in the ‘Comments’ column of the Table - why a
particular agent was excluded from analysis.

The paper by Krewski et al. gives an extensive description of the approach taken to analyze the
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concordance data, the details on the exclusion of a number of agents, and the results of the bio-
statistical analyses on the ‘eligible’ agents, with bar graphs and heat-maps. An important overall
conclusion seems to be that all Group-1 agents with sufficient evidence of carcinogenicity in
humans have also provided sufficient or limited evidence of carcinogenicity in one or more
animal species.

We hope to send you the documents for the ‘Mechanisms’ part of the Vol100+-project soon.

We intend to organize a telephone conference with you all, to discuss the ‘Concordance’ and
the ‘Mechanisms’ documents. On the basis of the outcome of these discussions we hope to be
able to draft a ‘consensus statement’ on behalf of the Workshop participants. May | ask you to
send us by email, before the teleconference, your comments, corrections, or suggestions for
change on/in the attached ‘Concordance’ documents, and - in due course - on the ‘Mechanisms’
papers.

We hope to contact you soon again.

With my best regards,

Robert
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